Summary Objective-In present study, eleven novel dose combinations of Pregabalin &amp; Venlafaxine from minimum effective dose to higher anxiolytic dose were taken for assessment of anxiolytic activity in Swiss 
Introduction
Over the course of a lifetime, 29% of the population will suffer from an anxiety disorder [1] [2] [3] [4] . It was reported that 18% of the population have been struggling with an anxiety disorder, and 33% of these people would rate their symptoms as severe [1] [2] [3] [4] . As such, treatment of anxiety disorders is one of the most common problems facing the practicing psychiatrist, who frequently utilizes medications as a significant part of the treatment plan [2] [3] .
Benzodiazepines, selective serotonin reuptake inhibitors (SSRIs), serotonin norepinephrine reuptake inhibitors (SNRIs), buspirone, and the anticonvulsants Gabapentin and Pregabalin make up the majority of the medications used to treat these disorders [1] [2] [3] [4] . Therefore, it is important to gain as fine an understanding as possible of the proven indications of these medications as well as the dosages shown to be of benefit [1] [2] [3] [4] .
For last 40 years, anxiety disorders have frequently been treated with benzodiazepines [1] [2] [3] [4] . In recent years, due to unwanted adverse effects of benzodiazepines, they are replaced by SSRIs (selective serotonin reuptake inhibitors). But the major disadvantage of SSRI's is their speed of onset of efficacy [5] [6] [7] . The evidence of co morbidity of anxiety with major depressive disorders and other mental disorders is increasing day by day [7] . Thus, an unmet medical need and market opportunity exists if an anxiolytic could be developed which has a rapid onset of action but lacks the unwanted effects of existing benzodiazepines and also shows efficacy in co morbid conditions [1, 3, 7] .
The evolving science and our understanding of utility of Pregabalin and Venlafaxine might represent a path forward to such a goal [8] [9] [10] [11] . Because Pregabalin proven to have early onset of action in clinical studies and acts via novel receptor, while Venlafaxine has unique dose dependent blockade of serotonin, Norepinephrine & Dopamine which is effective in comorbid generalized anxiety disorder with depression [11] pharmacodynamic profile and its clinical effectiveness in not only limited to anxiety but other disorders also, while Venlafaxine gives the advantage of its serotonin plus noradrenaline reuptake inhibiting property [5] [6] [7] [8] [9] [10] [11] . Hence taking these encouraging facts into considerations the present study was designed for evaluation of beneficial effects of co administration of these two drugs Pregabalin and Venlafaxine. 
Material and methods

Animals used-
Drugs used-
Selection of Doses and Administration-
Assessment of anxiolytic activity using Elevated plus maze test:
Elevated plus maze (EPM) as described by Pellow et al., 1985 [12, 13] The EPM was cleaned with hydrogen peroxide after each trial. Control group received normal saline. [14, 15] This model is based on natural aversion of mice to brightly light places. The apparatus consists of two compartments box, one dark and the other brightly light.
Light and dark exploration test
Since anxiolytic reduces the natural aversion to light (2mg/kgi.p.) was used as a reference standard [13] . [16] In order to evaluate the possible effects on the motor co-ordination, mice were tested on the rota-rod 
Assessment of motor activity
Data analysis
Data presented here was analyzed by one way analysis of variance (ANOVA) followed by Tukey's test.
Data was expressed as a mean ± S.E.M and value of P<0.05 was considered to be statistically significant in all the cases. The statistical program used was GraphPad Prism 5.0 Version for Windows, GraphPad Software (San Diego, CA, USA). 
Results
Effects on EPM
Effect of L & D Exploration Test-3.2.1 Effect of individual drugs and marketed combination of APZ+STL on L & D Exploration Test-
The effects of individual drug treatments ie, Control, 
Effect of combinations of doses of PGL & VLF on L & D Exploration Test
The 
Effects on motor coordination 3.3.1 Effect of individual drugs and marketed combination of APZ+STL on motor coordination / activity using rota rod apparatus
Effect of combinations of doses of PGL & VLF on motor coordination / activity using rota rod apparatus
The [Values are represented as mean ± SEM; n=6].
Discussion
The present study assessed anxiolytic activity of different combinations of PGL & VLF using two classical animal models of anxiety, the EPM model, based on the natural aversion of rodents for height and open spaces and the L&D test, which uses the aversion of rodents for brightly lit spaces [13] [14] [15] . .
There is extensive preclinical and clinical evidence implicating dysfunction of serotonergic neurons in pathophysiology of anxiety [5] . In recent years, anxiety disorder has frequently been treated with SSRIs, but the major disadvantage of SSRIs is their speed of onset of efficacy [6] . VLF is superior to SSRIs in respect of its unique mechanism of action of dose dependent blockade of serotonin, norepinephrine and dopamine [6] . Today VLF XR is indicated in adults for Major Depressive Disorder, GAD, SAD and Panic Disorder. Other advantages of VLF include-no significant activity for muscarinic, histaminergic or alpha-1 adrenergic receptors in vitro and do not posses monoamine oxidase inhibitory activity [6] [7] .
Though PGL & VLF have above advantages, they are disadvantageous in following respect-1) PGL associated weight gain is time and dose dependent which is more likely with higher doses [9] [10] .
2) During premarketing testing, seizures were reported in VLF-treated patients (0.26%). VLF should be used cautiously in patients with history of seizures and should be promptly discontinued in any patient who develops seizures [3] [4] .
But these disadvantages might be overcomes if they are given in combination, since-1) There is increasing evidence from animal studies that 5-HT has inhibitory role in control of food intake and by inhibiting 5-HT reuptake, VLF can increase synaptic 5-HT and induce anorexia.
This action serves as a treatment for obesity [3] [4] .
2) PGL is basically a good anticonvulsant drug, which is more potent than gabapentine and which can easily overcome rare chances of occurrence of seizures due to VLF-treatment. 
